Background: Baricitinib is a potent, selective JAK1 and JAK2 inhibitor. Baricitinib has been investigated in phase II and phase III studies of active patients with rheumatoid arthritis (RA). who showed an inadequate response to diseasemodifying antirheumatic drugs (DMARDs), including methotrexate (MTX) and biologics. However, due to the lack of adequate multiple comparisons, the comparative efficacy and safety of baricitinib in various treatment regimens with different dosages or in combination with DMARDs or MTX remains unclear. Objectives: This study aimed to assess the relative efficacy and safety of once-daily baricitinib 2 mg and 4 mg administration in patients with active RA. Methods: We performed a literature search using MEDLINE, EMBASE, the Cochrane Controlled Trials Register, and the EULAR and ACR conference proceedings. In this network meta-analysis, randomized controlled trials (RCTs) examining the efficacy and safety of baricitinib in patients with active RA were included. A Bayesian network meta-analysis was conducted to combine the direct and indirect evidence from the RCTs. Results: Seven RCTs involving 3,461 patients met the inclusion criteria. There were 10 pairwise comparisons, including 7 direct comparisons and 5 interventions. The ACR20 response rate was significantly higher in the baricitinib 4 mg in combination with disease-modifying antirheumatic drugs (DMARD) group than in the placebo+DMARD group (OR 3.13, 95% CrI 2.32-4.33). Compared with the placebo+DMARD group, the baricitinib 4 mg, baricitinib 2 mg+DMARD, and adalimumab 40 mg+MTX groups showed a significantly higher ACR20 response rate. The ranking probability based on the surface under the cumulative ranking curve (SUCRA) indicated that baricitinib 4 mg+DMARD was likely to elicit the best ACR20 response rate (SUCRA =0.7930), followed by baricitinib 4 mg (SUCRA =0.7034), baricitinib 2 mg+DMARD (SUCRA =0.6304), adalimumab 40 mg+MTX (SUCRA =0.3687), and placebo+DMARD (SUCRA =0.0045). By contrast, the safety based on the number of treatment-emergent adverse events (TEAEs) did not differ significantly among the 5 interventions. Conclusions: Baricitinib 2 mg and 4 mg administered once daily was an efficacious intervention for active RA that had no significant risk of TEAE development.
THU0214 LONG-TERM OUTCOME OF IGURATIMOD, CONVENTIONAL SYNTHETIC DISEASE-MODIFYNG ANTI-RHEUMATIC DRUD DEVELOPED IN JAPAN, IN JAPANESE PATIENTS WITH RHEUMATOID ARTHRITIS IN REAL-WORLD CLINICAL SETTING
Y. Hirano, M. Isono, Y. Okada, Y. Oishi. Rheumatology, Toyohashi Municipal Hospital, Toyohashi, Japan Background: Iguratimod (IGU) is csDMARDs developed in Japan and used in Japanese daily practice since 2012. Although IGU was developed as an anti-inflammatory drug at first, anti-rheumatic effect was found in experiments using type II collagen-induced arthritis model mice 1) . Main mode of action of IGU was thought to be inhibition of NF-kB resulted in decreased production of . Clinical trials performed in Japan showed that efficacy of IGU was equal to sulfasalazine when used as monotherapy in patients with rheumatoid arthritis (RA) 3) . Additive efficacy to MTX was also shown in double-blind randomised trial in RA patients 4) . Although several short-term results were published 5) , long-term results in daily clinical setting is lacking. Objectives: To investigate long-term outcome of IGU in patients with RA. Methods: 120 RA patients treated with IGU in our institute from April 2013 to June 2016 were included. Patients' characteristics, factors influencing to prescribing of IGU (why was IGU chosen as treating csDMARDs?), drug continuation rates (Kaplan-Meier) were investigated. Time course of disease activity (DAS28-CRP & SDAI) was also investigated using 65 cases who passed 2 years after starting of IGU. Results: Baseline characteristics was as below. Mean age was 64.9 years old, %female was 74.2%, mean RA duration was 10.0 years and MTX was concomitant in 50.0% of cases. 82% of patients had factors influencing to prescribing IGU and intolerance of dose escalation of MTX was 1st reason (23.3%), old age over 80 years old was 2nd reason (16.7%) and economical reason was 3rd (14.2%) (Table1). Drug continuation rates were 71.1% at 1 year, 48.9% at 2 years and 43.1% at 3 years (Fig1). Time course of disease activity (baseline-6 months-1 year-2 year) was 3.6-3.0-3.0-3.0 in DAS28-CRP. In 15 cases in remission of DAS28-CRP at 2 years, 2 were classified with high disease activity and 9 were moderate disease activity at baseline (Fig2).
Conclusions: Efficacy of IGU in RA patients who had intolerance of MTX dose escalation or usage of biologics was observed. Although biological DMARDs is effective in RA patients, the cost is very expensive. IGU is comparative cheap (¥9,200/month) and suitable for RA patients with economical difficulties. As IGU decreased TNF-alpha production via inhibition of NF-kB, MTX+IGU may have similar mode of action with MTX+TNF inhibitor. Drug continuation rates were decreased over time and escape of efficacy may occur in some patients. Otherwise, IGU was very effective in some cases. Some of RA patients with high disease activity decreased disease activity greatly to remission state at 2 years after initiation of IGU. 
